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Findings include uncommon/rare tumors in the uterus, urinary bladder, clitoral glands, and skeletal muscle.
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Adverse Effects and Scientific Evaluation

Compound:

Study Title:  Study of Chronic Toxicity and Carcinogenicity in Wistar Rats
Author(s) : Dr. L. Schladt, Dr. E. Hartmann

Date . Tuesday, 235. March 1997 CAS #: 140923-25-7
Report No.:  (study not yet reported) Guideline No.:83.5

Study No. : TI1055425

Purpose of the study: To establish a NOAEL for chronic toxicity and to investigate possible
carcinogenic effects.
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Discussion of Reported Effects:

In this study, groups of Wistar rats (50 animals/dose/sex) were exposed over a two year period
to in the diet using nominal concentrations of 0 - 500 - 5000 - 20000 ppm.

Body weight development of males was temporarily slightly retarded in the dose group 20000
ppm. The difference. from the control animals were mostly significant and were maximally 8%.
Beginning from week 61 the differences to control values did not longer achive statistical
significance and during the last weeks of the study body weights were practically identical to



~ Instituteol Toxicology @ = OStudy Ne.: T10S42

D - 42096 Wuppertal

Adverse Effects and Scientific Evaluation

those of the control animals. In 20000 ppm-females the differences to controls were mostly
statistically significant during the study period. The difference to control was maximally 12%.
Beginning with week 12 statistical significant difierences occurred also in 5000 ppm-females
(maximally 7%).

Histopathological investigations showed that hepatocellular hypertrophy occurred in higher
frequency in females which received 5000 ppm or 20000 ppm.

Furthermore, these investigations revealed uncommon/rare tumors:

In the uterus of treated females an increased frequency of malignant mixed Muellerian tumors
was seen (tumor distribution in ascending order of dose: 0-0-1-2).

Transitional cell papillomas of the urinary bladder were observed in two females of the high
dose group (0-0-0-2).

Squamous cell carcinomas of the clitoral glands occurred in two females of the 20000 ppm
group (0-0-0-2).

Malignant neoplasms of the skeletal system occurred in four males of the 20000 ppm group
(three osteosarcomas, one chondrosarcoma; 0-0-0-4).

Furthermore, the incidence of adenomas of the thyroid gland was statistically significantly
increased in 20000 ppm females (0-0-1-2-). On the other hand there was a statistically
significant decline in the number of mammary gland adenocarcinomas at 20000 ppm (6-3-2-0)

_Dr. L. Schladt _
Study Director
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